In experimental autoimmune encephalomyelitis (EAE) and other neurodegenerative diseases, astrocytes play an important role in promoting or attenuating the inflammatory response through induction of different cytokines and growth factors. HuR plays a major role in regulating many of these factors by modulating RNA stability and translational efficiency. Here, we engineered transgenic mice to express HuR in astrocytes using the human glial fibrillary acidic protein promoter and found that female transgenic mice had significantly less clinical disability and histopathological changes in the spinal cord. Ovariectomy prior to EAE induction abrogated the protective effect. Our findings support a role for the astrocyte and posttranscriptional regulation in hormonally-mediated attenuation of EAE.
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Introduction
HuR, an RNA binding protein, modulates the stability and translational efficiency of many growth factor and cytokine mRNAs by binding to adenine-and uridine-rich elements (ARE) in the 3′ untranslated region (UTR) (Brennan and Steitz, 2001; Barreau et al., 2006) . This level of gene regulation plays an important role in initiating or terminating inflammatory responses as it can quickly alter expression levels of critical mediators such as TNF-α, COX-2, and interferon-γ (Anderson, 2010). Since the astrocyte expresses a large range of ARE-containing cytokine and chemokine mRNAs that can prolong or attenuate inflammation (Dong and Benveniste, 2001; Nair et al., 2008), we sought to determine the impact of HuR transgenic expression on experimental autoimmune encephalitis (EAE). We found significant clinical and histological attenuation of EAE in female and to a lesser extent male HuR transgenic (Tg) mice. Reversal of protection in female mice following ovariectomy indicates the attenuation was hormonally influenced.
These findings shed new light on the mechanisms and cell types that contribute to the protective effects of estradiol (E2) or progesterone in EAE.
Material and methods

Mice
The UAB Transgenic Mouse Facility microinjected fertilized eggs of C57BL/6 (B6) mice with a Flag-tagged HuR cDNA (Nabors et al., 2003) construct downstream from the human GFAP promoter (Brenner et al., 1994) . Mice were genotyped using tail clip DNA and the following oligonucleotides: upstream 5′-TGGACTACAAGGACGACGAT-3′, and downstream 5′-CGTCTTTGATCACCTCTGAGC-3′. Mice from 8-14 weeks of age were used for experiments. All animal studies were performed with approval from the UAB Institutional Animal Care and Use Committee.
Induction of EAE
For active EAE, control and HuR-Tg mice were immunized with myelin oligodendrocyte glycoprotein (MOG) peptide 35-55 as described (Hu et al., 2010) . Onset and progression of EAE symptoms were monitored daily (30 days) using a standard clinical scale (Hu et al., 2010) . For Journal of Neuroimmunology 246 (2012) 34-37 
